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Whole-cell voltage-clamp experiments were performed on enzymatically dissociated single ventricular myocytes harvested from feline endocardial and epicardial surfaces. The studies were designed to test the hypothesis that the differences in the amplitude of transient outward current (Ito) contribute to the difference in action potential configuration between endocardial and epicardial myocytes. In the control state, action potentials recorded from epicardial cells demonstrated a prominent notch between phases 1 and 2, and membrane current recordings displayed a prominent 1,, whereas in endocardial cells the notch in action potentials and It.
were small. External application of 4-aminopyridine (2 mM) reduced the amplitudes of notch and I, in epicardial cells but not in endocardial cells. After application of 4-aminopyridine (2 mM) and caffeine (5 Kimura et al.19 Briefly, domestic cats of either sex, weighing 2.5-3.5 kg, were anesthetized with pentobarbital sodium (30 mg/kg i.p.) and anticoagulated with heparin sodium (400 IU/kg i.v.). The heart was excised rapidly and mounted on a Langendorff perfusion apparatus (60-cm height). It was perfused retrogradely via the aorta for 10 minutes and equilibrated with 100% 02 at 370 C at a rate of 10-15 ml Figures  1A and 1B, middle panels) . Application of 4-AP (2 mM) and caffeine (5 mM) completely eliminated the notch and 'to in both endocardial and epicardial cells ( Figures 1A and 1B, right panels) . These data were obtained from eight endocardial cells and seven epicardial cells and indicated that the feline epicardial cells had a greater 'tol than did endocardial cells.
To compare the amplitude of 11c1, we clamped the membrane voltage for 300 msec to a test voltage (V,) between -30 and +80 mV in 10-mV steps from a holding voltage (Vh) of -60 mV at an interval of 5 seconds (Figure 2A) 
